The influence of amphetamine and nomifensine on the development of morphine tolerance in the test of hypermotility in mice and catalepsy in rats.
The influence of drugs, which alter the brain catecholaminergic functions, on the development of morphine tolerance was studied. The experiments were carried out on mice in locomotor activity test, and on rats in catalepsy test. Tolerance to morphine was induced by subcutaneous implantation of morphine-base (37.5 mg) pellets. Amphetamine insignificantly diminished the development of tolerance to cataleptogenic effects of morphine in rats but markedly inhibited the development of tolerance to morphine-induced hyperactivity in mice. The latter action of amphetamine was blocked by pimozide. Administration of nomifensine induced the inhibition of the development of morphine tolerance in both tests. Pimozide also abolished this antagonistic action of nomifensine in locomotor activity test in mice. The obtained results have shown that intensification of dopaminergic neurotransmission induced the diminution of the development of tolerance to morphine.